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"£ iS^i SE^LlSEd Sh XpatitL C virus or ^. - 
inhibitor , ribavarin and alph.-interferon treatment for 

AuT^'IakSnaTk ; GIRIJAVALLABHAN V M ; BOGEN S L ; LOVEY R G ; 

™»A/ I ^n..^nj;,. ■sss^hS = sV 

aRRTRACT • composition comprising (I) and a carrier, aliiviii 
InSviral- SepaStropic. MECHANISM OF ACTION - Hepatitis C virus NS3 
-Serine P rotSe inhibitor . USE - (I) is used for the manufacture of 

DESC favarin ^alpha-interferon treatment, appl. virucide hepati is C 
virus infection therapy flavi virus enzyme- inhibitor protein 

sequence (21, 38) 
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(c) 2003 American Chemical Society. All rts. reserv. 
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Sryi^rL^rrfSS 200248172 A2 DATE: 20020620 
ScATlS: WO 2001US47383 (20011210) *US PV2548 69 ( 20001 212) 
PAGES • 149 pp. CODEN: PIXXD2 LANGUAGE: English CLASS: c0 ™-°° 0/ £ v 
DESIGNATED COUNTRIES: AE; AG; AL; AM; AT; AU; AZ; BA; BB; BG; BR; BY; BZ 
rn- r»- CN- CO- CR- CZ; DE ; DK; DM; DZ; EC; EE; ES; FI ; GB; GD, GE, HR, HU 

5S; S; S; k G ; K r; KZ; LC; LK; lr,- lt,- lu ; lv ; ma, md, : kg,- ? n 

MX MZ; NO; NZ; PH; PL; PT; RO; RU; SE; SG; SI; SK; SL; TJ, TM, TN, TR, TT 
TZ UA- UZ VN; YU; ZA; ZM; AM; AZ ; BY; KG; KZ; MD; RU; TJ; TM 
"'DESIGNATED REGIONAL: GH; GM; KE; LS; MW; MZ; SD; SL; SZ; TZ; UG; ZM; ZW;_ 
AT- BE; CH; CY; DE; DK; ES; FI; FR; GB; GR; IE; IT; LU; MC; NL; PT, SE, TR, 
B F ; BJ; CF; CG; CI; CM; GA; GN; GQ; GW; ML; MR; NE; SN; TD; TG 



26/3, K/7 (Item 2 from file: 399) 

DIALOG (R) File 399 : CA SEARCH (R) 

(c) 2003 American Chemical Society. All rts. reserv. 

136167698 CA: 136 (11) 167698x PATENT . u ... 4 . nf ^.titi. C 

Preparation of peptides as NS3-serine protease inhibitors of hepatitis C 

V1 INVENTOR (AUTHOR) : Saksena, Anil K.; Girijavallabhan, Viyyoor Moopil; 
Lovey, Raymond G.; Jao, Edwin E.; Bennett, Frank; McCormick, Jinp ng L. , 
Wangf Haiyan; Pike, Russell E . ; Bogen, Stephane L.; Chan Tin-Yau, Liu, 
Yi-Tsung; Zhu, Zhaoning; Njoroge, F. George; Arasappan, Ashok, J^ekh, 
Teial N ; Ganguly, Ashit K.; Chen, Kevin X.; Venkatraman, Srikanth, 
Vaccaro Henry A Pinto, Patrick A.; Santhanam, Bama; Wu, Wanli; Hendrata, 
sIskarHuang^Yuhua; Kemp, Scott Jeffrey; Levy, Odile Esther; Lim-Wilby, 
Marguerita; Tamura, Susan Y. 

LOCATION: USA , T ^ 

A ?S?AT^: I So e 2001OS22678 (20010719) *US '^S^^K-OOO/A 
PAGES : 536 pp. CODEN : PIXXD2 LANGUAGE : English CLASS: C07K 000/A 

£1™FS II S I ii i S si Hi ii 1 ii si s 
s i i ii ii s! s: s: s s; s 

; GM; KE; LS; MW; MZ; SD; SL; SZ; TZ; UG; ZW; AT; BE; CH; CY; DE ™> * S ' 
FI; FR; GB; GR; IE; IT; LU; MC; NL; PT; SE; TR; BF; BJ; CF; CG, CI, CM, GA, 
GN; GQ; GW; ML; MR; NE; SN; TD; TG 



26/3, K/8 (Item 3 from file: 399) 

DIALOG (R) File 399 :CA SEARCH (R) 

(c) 2003 American Chemical Society. All rts. reserv. 

136151440 CA: 136 (10) 151440w PATENT 
Preparation of novel peptides as NS3-serine protease inhibitors of 

h "?NVE5ioR ( (AUTHOR) : Saksena, Anil K.; Girijavallabhan, Viyyoor Moopil ; 
LoveT Raymond G. Jao, Edwin E . ; Bennett, Frank; McCormick, Jinping; Wang, 
Halvan- Pike Russell E.; Bogen, Stephane L.; Liu, Yi-Tsung; Arasappan, 
Knok Parekh, ?ejal; Pinto, Patrick A. ; Njoroge, F. George; Ganguly Ashit 
K^uS Terence K . ; Kemp, Scott Jeffrey; Levy, Odile Esther; Lim-Wilby, 

Marguerita 

LOCATION: USA 

ASSIGNEE: Schering Corporation; Corvas International, Inc. 
PATFNT- PCT International ; WO 200208256 A2 DATE: 20020131 
^CATION: So e 2001US22826 (20010719) *0S ^220109 (20000721, 
PAGES- 197 pp. CODEN: PIXXD2 LANGUAGE: English CLASS: C07K-014/00A 
DESIGNATED COUNTRIES : AE; AG; AL; AM; AT; AU; AZ; BA; BB; BG; BR; BY, BZ, 
CA; CH; CN; CO; CR; CZ; DE; DK; DM; DZ; EC; EE; ES; FI; GB; GD, GE, HR, HU, 
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1D , u, I,, IS; aP; KG; KB; KZ; LC; LK, LR; LT; L», LV; MA; MD; MG; HK; », 

s s: s s s «s^s^^^ 

^kf^rUf iT^"^"™^". »- CP, CG; =1, CM; GA; 

GN; GQ; GW; ML; MR; NE; SN; TD; TG 
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DIALOG (R) File 399: CA SEARCH (R) 

(c) 2003 American Chemical Society. All rts. reserv. 
nfi1 E 14 qa CA- 136 (10) 151439c PATENT 

"reparation o^'novel peptides as N S3-serine protease inhibitors of 

MENTOR (AUTHOR) : Saksena, Anil K . ; Girijavallabhan Viyyoor Moopil; 
Bogen!" Stephane L. ; Lovey, Raymond G . ; Jao Edwin E ■ Bennett . Frank 
Mccormick, JinpingL.; Wang, Haiyan; Pike, *««£ v ^' x ^ ^nkatraman, 
Tin-Yau; Zhu, ^aonxng; Jraaappan, ^hok Chen, Kevx ^ p 

£0!^^ Henry A.; Kem, , Scott ^rey; Levy, 

Odile Esther; Lim-Wilby, Marguerita; Tamura, Susan Y . 

ASSIGNEE! Severing Corporation; Corvas Inter national Inc. 
PATENT: PCT International ; WO 200208187 Al DATE: 20020131 

APPLICATION : WO 2001US22813 (20010719) *US PV220107 (20000721) 

s s K s s s; s s; ; ; a ; a j x a: s s s 

TG 
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DIALOG ( R) File 399 :CA SEARCH (R) ^ 

(c) 2003 American Chemical Society. All rts. reserv. 
T**iA*9nO CA- 136(10) 145200b PATENT 

Hovefpeptidefas nslsLne protease .nhxbitors of hepat i-s C v, r? 

INVENTOR (AUTHOR) : Lim-Wilby, Marguerita; Levy, Odile E., Brunei, 

K. 

LOCATION: USA 

ASSIGNEE : Corvas International, DATE : 20020131 

■SrsSws s - s s: £ a ; ; a £ s £ 5 

ID; IL; IN; IS; JP; KG; KR; KZ; LC; LK; LR; LT LU LV MA, MD 

MX; MZ; NO; NZ; PL; PT; RO; RU; SE ; S ; SI; SK SL, ™ ™' ^ ^ = ^ 

UZ; VN; YU; ZA; AM; AZ; BY; KG, KZ, MD, RU, u, dr ES; 

kr^^w^r^rwrirr^ «, «, «, «, 

GN; GQ; GW; ML; MR; NE; SN; TD; TG 
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26/3 K/ll (Item 6 from file: 399) 

DIALOG (R) File 399: CA SEARCH (R) rese rv. 
(c) 2003 American Chemical Society. All rts. reserv. 

136135031 CA: 136 (9) 135031h PATENT protease inhibitors 

Preparation of novel imidazolidinones as NS3 serine prot 

of hepatitis C virus = . ^. . p , rpk h Teial; Njoroge, F . George; 

INVENTOR (AUTHOR) : Arasappan, Ashok, ?" elc J' } J^ 1 ' J 
Girijavallabhan, Viyyoor Moopil; Ganguily, Ashit K. 
LOCATION: USA 

ASSIGNEE : Schering Corporation DATE : 20020131 

PATENT : PCT International ; "° ^OBigB M (20000 721) 
APPLICATION: WO 200 1US22 828 ( 20U1U /is ) » CLASS: C07D-233/00A 

PAGES : 88 pp. CODEN : PIXXD2 ^NGUAGE^English CLAb ^ ^ ^ 

DESIGNATED COUNTRIES : AE; AG; AL; AM AT AU, AZ, BA ^ ^ 

CA; CH; CN; CO; CR; CZ; DE; DK; DM; DZ, EC, EE ES F ^ ^ mn 

ID; IL; IN; IS; JP; KG; KR; KZ; LC, LK, LR, Ll, ^ ?R; tt . TZ; „ a 

MX; MZ; NO; NZ; PL; PT; RO; RU; SE, SG, SI, bK, DESIGNATED REGIONAL: GH 

UZ; VN; YU; ZA; AM; AZ ; BY; c? tz OG ZW; AT ; BE; CH; CY; DE; DK; ES; 
F I GM ^ E GBt S GR: W i E ; Z iT! D Lu? L Mc" N Ll Z P T TO SE^ TR; BF; BJ ; CF; CG; CI; CM; GA; 
GN; GQ; GW; ML; MR; NE; SN; TD; TG 



26/3 K/12 (Item 7 from file: 399) 

LOCATION: USA 

ASSIGNEE : Schering Corporation DATE : 20011101 

PATENT : PCT International ; WO 20018132 b JU (20000419) 
APPLICATION: WO 2001US12530 (20010417) US evLintvJ* i c0 7D-273/00A 
PAGES: 218 pp. CODEN : PIXXD2 LANGUAGE: English _ CLASS C07D 2 ^ 
DESIGNATED COUNTRIES: AE; AG; AL; AM AT AU, AZ, BA ^ ^ 

CA; CH; CN; CO; CR; CZ; DE; DK; DM; DZ EE, ES FI GB ^ ^ ^ 

IL; IN; IS; JP; KG; KR; KZ; LC, LK, LR, Ll, LU, , tr ^ ?Z; UA; UZ; 

MZ; NO; NZ; PL; PT; RO; RU; SE; SG; SI, SK. b , £ REGIONAL : GH; GM 

VN; YU; ZA; AM; AZ; BY; KG; KZ, MD RU, TO, ^ ES; pI . 

FR f GBf GR^iE^ITfLufMcf nJ%T; G SE; W TR; T BF; B J; CF; CG; CI; CM; GA; GN; 

GW; ML; MR; NE; SN; TD; TG 



26/3 K/13 (Item 8 from file: 399) 

DIALOG (R) File 399:CA SEARCH (R) _ 

(c) 2003 American Chemical Society. Ail rts 

PATENT 



: Parekh, Tejal N.; Gu, Haming; ^ .j a o Edwin; Yao, Santma H . ," 



LOCATION: USA 



ASSIGNEE: Schering Corporation TE 2 0011018 
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PAGES: 4 02 pp. CODEN 



: PIXXD2 LANGUAGE: English CLASS : C07D-498/00A 



DESIGNATED COUNTRIES : AE; AG; AL; AM; AT; AU; AZ; BA; BB; BG; BR; BY; BZ 
CN; CO; CR; CZ; DE; DK; DM ~" ■ 
IL; IN; IS; JP; KG; KR; KZ; LC; LK 



CA; CH; C^CO; CR; CZ; DE; DK, DM; DZ; EE; ES; FI; GB; gj GE; HR; HU; ID 



" PL; PT; RO; EO; SB; SG; SI; SK; SL; T^TM; ^TZ; = UA^ ^ 

VN k YU ls TX 'SD Y S L fs Z ; Z TZ; D G G ; ZW; AT; BE; CH; CY; DE; _DK;_ ES^I; 
' ; GB; GR; IE; IT; LU; MC; NL; PT; SE; TR; BF 



FR 



■; BJ; CF; CG; CI; CM; GA; GN; 
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27/3 ,K/1 (Item 1 from file: 5) 

DIALOG (R) File 5:Biosis Previews (R) 
(c) 2003 BIOSIS. All rts. reserv. 

13216466 BIOSIS NO. : 200100423615 

Peptide substrates for HCV NS3 protease assays . 

AUTHOR: Zhang Rumin(a); Malcolm Bruce A; Beyer Brian M; Njoroge F George; 

Durkin James P; Windsor William T 
AUTHOR ADDRESS: (a) Edison, NJ**USA 

JOURNAL: Official Gazette of the United States Patent and Trademark Office 
Patents 1247 (4):pNo Pagination June 26, 2001 
MEDIUM: e-file 

ISSN: 0098-1133 
DOCUMENT TYPE: Patent 
RECORD TYPE: Abstract 

LANGUAGE: English 

Peptide substrates for HCV NS3 protease assays. 

...AUTHOR: Njoroge F George 

ABSTRACT: Novel chromogenic, fluorogenic and fluorescence polarization 
substrates which are useful in HCV NS3 protease and inhibitor 
assays . 

.. .REGISTRY NUMBERS: NS3 PROTEASE 
DESCRIPTORS: 

CHEMICALS & BIOCHEMICALS : NS3 protease... 

METHODS & EQUIPMENT: hepatitis C virus NS3 protease assay... 



27/3, K/ 2 (Item 1 from file: 73) 

DIALOG (R) File 73 : EMBASE 

(c) 2003 Elsevier Science B.V. All rts. reserv. 

11877258 EMBASE No: 2002449077 

Establishment of a simple assay in vitro for hepatitis C virus NS3 serine 
protease based on recombinant substrate and single-chain protease 

Du G.-X.; Hou L.-H.; Guan R.-B.; Tong Y.-G.; Wang H.-T. 

Dr. G.-X. Du, Dept. of Applied Molecular Biology, Inst, of Microbiol, and 
Epidemiology, Fentai, Beijing 100071 China 
AUTHOR EMAIL: dugx@hotmail.com 

World Journal of Gastroenterology ( WORLD J. GASTROENTEROL. ) (China) 

2002, 8/6 (1088-1093) 

CODEN: WJGAF ISSN: 1007-9327 

DOCUMENT TYPE: Journal ; Article 

LANGUAGE: ENGLISH SUMMARY LANGUAGE: ENGLISH 

NUMBER OF REFERENCES: 41 

Establishment of a simple assay in vitro for hepatitis C virus NS3 
serine protease based on recombinant substrate and single-chain protease 

Du G.-X.; Hou L.-H.; Guan R.-B.; Tong Y.-G.; Wang H.-T. 

Aim: To establish a simple and convenient assay in vitro for the 
Hepatitis C virus NS3 serine protease based on the recombinant protease 
and substrate, and to evaluate its feasibility in screening the enzyme 
inhibitors. Methods: Based on the crystallographic structure of hepatitis C 
virus ( HCV ) serine protease, a novel single-chain serine protease was 
designed, in which the central sequence of cofactor NS4A was linked to the 
N-terminus of NS3 serine protease domain via a flexible linker GSGS . The 
fusion gene was obtained by two... 

...EDTA had not. Conclusion: A simple and convenient assay in vitro for 
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hepatitis C virus NS3 serine protease is based on recombinant substrate 
NS5ab and single-chain serine protase. This assay. . . 
DRUG DESCRIPTORS: 

^serine proteinase; ^serine proteinase inhibitor --drug development--dv 



27/3, K/3 (Item 1 from file: 357) 

DIALOG (R) File 357:Derwent Biotech Res. 

(c) 2003 Thomson Derwent & ISI. All rts. reserv. 

0291346 DBR Accession No. : 2002-13193 PATENT 

Novel peptide inhibitor compounds of hepatitis virus NS3/NS4a serine 
protease, useful for treating hepatitis C virus disorders - 
pro tease-inhibitor peptide for virus infection therapy 

AUTHOR: SAKSENA A K; GIRI JAVALLABHAN V M; LOVEY R G; JAO E E; BENNETT F 
; MCCORMICK J; WANG H; PIKE R E; BOGEN S L; LIU Y; ARASAPPAN A; 
PAREKH T; PINTO P A; NJOROGE F G; GANGULY A K; BRUNCK T K; KEMP S 
J; LEVY O E; LIM-WILBY M 

PATENT ASSIGNEE: SCHERING CORP; CORVAS INT INC 2002 

PATENT NUMBER: WO 200208256 PATENT DATE: 20020131 WPI ACCESSION NO. : 

2002-361644 (200239) 
PRIORITY APPLIC. NO. : US 220109 APPLIC. DATE: 20000721 
NATIONAL APPLIC. NO.: WO 2001US22826 APPLIC. DATE: 20010719 
LANGUAGE: English 

Novel peptide inhibitor compounds of hepatitis virus NS3 /NS4a serine 
protease, useful for treating hepatitis C virus disorders - protease- 
inhibitor peptide for virus infection therapy 

AUTHOR: SAKSENA A K ; GIRI JAVALLABHAN V M ; LOVEY R G ; JAO E E ; 

BENNETT F ; MCCORMICK J ; WANG H ; PIKE R E ; BOGEN S L ; LIU 

Y ; ARASAPPAN A ; PAREKH T ; PINTO P A ; NJOROGE F G ; 

GANGULY A K ; BRUNCK T K ; KEMP S J ; LEVY 0 E ; LIM-WILBY M 
ABSTRACT: DERWENT ABSTRACT: NOVELTY - A peptide compound (I) exhibiting 
hepatitis C virus ( HCV ) protease inhibitory activity, including 

enantiomers, stereoisomers, rotomers and tautomers, pharmaceutically 

acceptable salts, solvates or derivatives... 

... which includes (S) , is new. DETAILED DESCRIPTION - A peptide compound 
(I) exhibiting hepatitis C virus ( HCV ) protease inhibitory activity, 
including enantiomers, stereoisomers, rotomers and tautomers, 
pharmaceutically acceptable salts, solvates or derivatives... 

...a formula of (Fl) or (F2); and (2) preparing (II) for treating disorders 
associated with HCV protease involves bringing into intimate contact 
(I) of formula Fl or F2 and a carrier... 

... interferon. ACTIVITY - Virucide; hepatotrophic . No supporting data is 
given. MECHANISM OF ACTION - Hepatitis C virus ( HCV ) NS3 /NS4a 
serine protease inhibitors. USE - (I) is useful for manufacturing a 
medicament to treat disorders associated with HCV protease. (I) 
having formula of ( F2 ) is useful for modulating activity of HCV 
protease preferably, HCV NS3 /NS4a protease and for modulating the 
processing of HCV polypeptide. (II) is useful for treating disorders 
associated with hepatitis C virus and for treating disorders associated 
with HCV protease (all claimed). (I) is useful for treating hepatitis 
caused by HCV . ADMINISTRATION - (II) is administered by subcutaneous 
route. Dosages range from 1-252 mg (preferably 1... 
DESCRIPTORS: hepatitis C virus NS3 , NS4a protease- inhibitor peptide 
prep., HPLC analysis, ribavirin, inter feron-alpha virucide treatment, 
solid phase peptide synth., appl . hepatitis C virus infection therapy 
flavi virus enzyme- inhibitor chromatography protein sequence (21, 40) 
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DIALOG (R) File 357:Derwent Biotech Res. 

(c) 2003 Thomson Derwent & ISI. Ail rts. reserv. 

0291345 DBR Accession No. : 2002-13192 PATENT 

Novel peptide compound having hepatitis C virus protease inhibitory 
activity useful for treating disorders associated with hepatitis C 
virus protease - protease-inhibitor peptide for virus infection therapy 

AUTHOR: LIM-WILBY M; LEVY 0 E; BRUNCK T K 
PATENT ASSIGNEE: CORVAS INT INC 2002 

PATENT NUMBER: WO 200208251 PATENT DATE: 20020131 WPI ACCESSION NO.: 

2002-361643 (200239) 
PRIORITY APPLIC. NO.: US 220101 APPLIC. DATE: 20000721 
NATIONAL APPLIC. NO.: WO 2001US23169 APPLIC. DATE: 20010719 
LANGUAGE: English 

...virus protease inhibitory activity useful for treating disorders 
associated with hepatitis C virus protease - protease- inhibitor 
peptide for virus infection therapy 

AUTHOR: LIM-WILBY M ; LEVY 0 E ; BRUNCK T K 

ABSTRACT: DERWENT ABSTRACT: NOVELTY - Peptide compounds (I) containing 11 
amino acid residues having hepatitis C virus ( HCV ) protease 

inhibitory activity, is new. (I) are alpha-ketoamide peptide analogs. 

DETAILED DESCRIPTION - New peptide compounds of formula (I) containing 
11 amino acid residues having hepatitis C virus ( HCV ) protease 

inhibitory activity, including enantiomers, stereoisomers, rotomers and 

tautomers of the compound, and their salts... 

. . . antiviral agent (preferably ribavirin) and an interferon (preferably 
alpha-mterferon) . ACTIVITY - Virucide. MECHANISM OF ACTION - 
Inhibitor of HCV NS3 /NS4a serine protease activity. The HCV 
protease inhibitory activity of (I) was examined using a 
spectrophotometry assay by following the procedures... 

... concentrations of enzyme and substrate. The results showed that the 
compounds had excellent utility as NS3 -serine protease inhibitors. 

USE - (I) is useful for treating and in the manufacture of a medicament 
to treat disorders associated with HCV protease. (II) is useful for 

treating disorders associated with hepatitis C virus (claimed) . 

ADMINISTRATION - Administration... 

... 250) mg/day. EXAMPLE - A peptide compound, AcEEVVPnV- (CO) -GMSYS-Am 
having hepatitis C virus ( HCV ) protease inhibitory activity was 
synthesized. Initially, Fmoc-M~S (tBu) -Y (tBu) -S (tBu) -MBHA. . . 

DESCRIPTORS: hepatitis C virus protease- inhibitor alpha-ketoamide peptide 
analog prep., HPLC, spectroscopy analysis, ribavirin, interf eron-alpha 
virucide treatment, standard peptide synth., appl . hepatitis C virus 
infection therapy flavi virus enzyme- inhibitor chromatography 
protein sequence (21, 40) 



27/3, K/5 (Item 3 from file: 357) 

DIALOG (R) File 357: Derwent Biotech Res. 

(c) 2003 Thomson Derwent & ISI. All rts. reserv. 

0290479 DBR Accession No.: 2002-12326 PATENT 

Peptides are hepatitis C virus NS3-Serine protease inhibitor useful for 
treating disorders associated with Hepatitis C virus or HCV protease - 
enzyme- inhibitor, ribavarin and alpha-interf eron treatment for 
infection therapy 

AUTHOR: SAKSENA A K; G I RI JAVALLAB HAN V M; BOGEN S L; LOVEY R G; JAO E E 
; BENNETT F; MC CORMICK J L; WANG H; PIKE R E; LIU Y; CHAN T; 
ZHU Z; ARASAPPAN A; CHEN K X; V E N K AT RAMAN S; PAREKH T N; PINTO P A 
; SAN THAN AM B; NJOROGE F G; GANGULY A K; VACCARO H A; KEMP S J; 
LEVY 0 E; LIM-WILBY M; TAMURA S Y 
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PATENT ASSIGNEE: SCHERING CORP; CORVAS INT INC 2002 

PATENT NUMBER: WO 200208187 PATENT DATE: 20020131 WPI ACCESSION NO.: 

2002-280596 (200232) 
PRIORITY APPLIC. NO.: US 220107 APPLIC. DATE: 20000721 
NATIONAL APPLIC. NO.: WO 2001US22813 APPLIC. DATE: 20010719 
LANGUAGE: English 

Peptides are hepatitis C virus NS3 -Serine protease inhibitor useful for 
treating disorders associated with Hepatitis C virus or HCV protease 
- enzyme- inhibitor , ribavarin and alpha-interferon treatment for 
infection therapy 

AUTHOR : SAKSENA A K ; GIRI JAVALLABHAN V M ; BOGEN S L ; LOVEY R G ; 

JAO E E ; BENNETT F ; MC CORMICK J L; WANG H ; PIKE R E ; LIU 
Y ; CHAN T; ZHU Z; ARASAPPAN A ; CHEN K X; V EN KAT RAMAN S; 
PAREKH T N ; PINTO P A ; SAN THAN AM B; NJOROGE F G ; GANGULY A K 
; VACCARO H A; KEMP S J ; LEVY O E ; LIM-WILBY M ; TAMURA S Y 
...ABSTRACT: composition comprising (I) and a carrier. ACTIVITY - 

Antiviral; Hepatotropic . MECHANISM OF ACTION - Hepatitis C virus NS3 

-Serine protease inhibitor . USE - (I) is used for the manufacture of 
a medicament or for treating disorders associated with Hepatitis C 

virus or HCV protease (all claimed) . ADMINISTRATION - Administration 
is subcutaneous (claimed), oral or intravenous. Dosage is 1.0... 
DESCRIPTORS: hepatitis C virus NS3 -serine protease- inhibitor , 

ribavarin, alpha-interferon treatment, appl . virucide, hepatitis C 
virus infection therapy flavi virus enzyme- inhibitor protein 
sequence (21, 38) 
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29/3, K/l (Item 1 from file: 73) 

DIALOG (R) File 7 3 : EMBASE 

(c) 2003 Elsevier Science B.V. All rts. reserv. 

11877258 EMBASE No: 2002449077 

Establishment of a simple assay in vitro for hepatitis C virus NS3 serine 
protease based on recombinant substrate and single-chain protease 
Du G.-X.; Hou L.-H.; Guan R.-B.; Tong Y.-G.; Wang H.-T. 

Dr. G.-X. Du, Dept. of Applied Molecular Biology, Inst, of Microbiol, and 
Epidemiology, Fentai, Beijing 100071 China 
AUTHOR EMAIL: dugx@hotmail.com 

World Journal of Gastroenterology ( WORLD J. GASTROENTEROL. ) (China) 

2002, 8/6 (1088-1093) 

CODEN: WJGAF ISSN: 1007-9327 

DOCUMENT TYPE: Journal ; Article 

LANGUAGE: ENGLISH SUMMARY LANGUAGE: ENGLISH 

NUMBER OF REFERENCES: 41 

Establishment of a simple assay in vitro for hepatitis C virus NS3 
serine protease based on recombinant substrate and single-chain protease 

Du G.-X.; Hou L.-H./ Guan R.-B.; Tong Y.-G.; Wang H.-T. 

Aim: To establish a simple and convenient assay in vitro for the 
Hepatitis C virus NS3 serine protease based on the recombinant 
protease and substrate, and to evaluate its feasibility in screening the 
enzyme inhibitors. Methods: Based on the crystallographic structure of 
hepatitis C virus ( HCV ) serine protease , a novel single-chain serine 
protease was designed, in which the central sequence of cofactor NS4A 
was linked to the N-terminus of NS3 serine protease domain via a 
flexible linker GSGS . The fusion gene was obtained by two-step PCR. . . 

...vector pQE30, and the recombinant clone was verified by DNA sequencing. 
The single-chain recombinant protease was expressed when the E.coli was 
induced with IPTG and the expression conditions were optimized to produce 
large amont of soluble protease . The recombinant substrate NSSab that 
covers the cleavage point NS5A/B was also expressed in E.coli. Both of the 
protease and substrate were purified by using Ni-NTA agarose metal 
affinity resin, then they were. . . 

...The cleavage system was used to evaluate some compounds for their 
inhibitory activity on serine protease . Results: The single-chain 
recombinant protease was over-expressed as soluble protein when the 
E.coli was induced at a low dosage of IPTG (0.2 mM) and cultured at a low 
temperature (15 degreesC) . The protease was purified by using Ni-NTA 
agarose metal affinity resin (the purity is over 95... 

...simple and convenient assay in vitro was established, in which the 
purified single-chain serine protease could cleave the recombinant 
substrate NSSab into two fragments that were visualized by SDS-PAGE, PMSF 
had an effect on inhibiting activity of serine protease , while EDTA had 
not. Conclusion: A simple and convenient assay in vitro for hepatitis C 
virus NS3 serine protease is based on recombinant substrate NS5ab and 
single-chain serine protase. This assay can be... 
DRUG DESCRIPTORS: 

^serine proteinase; *serine proteinase inhibitor — drug development--dv 



29/3,K/2 (Item 1 from file: 357) 

DIALOG (R) File 357 : Derwent Biotech Res. 

(c) 2003 Thomson Derwent & ISI. All rts. reserv. 



1 of 3 



3/20/03 5:44 AM 



DialogCIassic Web(tm) 




https://vvvvvv.dialogclassic.com/main.vmgw 



0291346 DBR Accession No. : 2002-13193 PATENT 
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protease, useful for treating hepatitis C virus disorders - 
protease- inhibitor peptide for virus infection therapy 

AUTHOR: SAKSENA A K; GIRIJAVALLABHAN V M; LOVEY R G; JAO E E; BENNETT F 
; MCCORMICK J; WANG H; PIKE R E; BOGEN S L; LIU Y; ARASAPPAN A; 
PAREKH T; PINTO P A; NJ0R0GE F G; GANGULY A K; BRUNCK T K; KEMP S 
J; LEVY 0 E; LIM-WILBY M 

PATENT ASSIGNEE: SCHERING CORP; CORVAS INT INC 2002 

PATENT NUMBER: WO 200208256 PATENT DATE: 20020131 WPI ACCESSION NO.: 

2002-361644 (200239) 
PRIORITY APPLIC. NO.: US 220109 APPLIC. DATE: 20000721 
NATIONAL APPLIC. NO. : WO 2001US22826 APPLIC. DATE: 20010719 
LANGUAGE: English 

Novel peptide inhibitor compounds of hepatitis virus NS3 / NS4a serine 
protease , useful for treating hepatitis C virus disorders - protease 
- inhibitor peptide for virus infection therapy 

AUTHOR: SAKSENA A K ; GIRIJAVALLABHAN V M ; LOVEY R G / JAO E E ; 

BENNETT F ; MCCORMICK J ; WANG H ; PIKE R E ; BOGEN S L ; LIU 

Y ; ARASAPPAN A ; PAREKH T ; PINTO P A ; NJOROGE F G ; 

GANGULY A K ; BRUNCK T K ; KEMP S J ; LEVY 0 E ; LIM-WILBY M 
ABSTRACT: DERWENT ABSTRACT: NOVELTY - A peptide compound (I) exhibiting 
hepatitis C virus { HCV ) protease inhibitory activity, including 

enantiomers, stereoisomers, rotomers and tautomers, pharmaceutically 

acceptable salts, solvates or derivatives, of. . . 

... which includes (S), is new. DETAILED DESCRIPTION - A peptide compound 
(I) exhibiting hepatitis C virus { HCV ) protease inhibitory 
activity, including enantiomers, stereoisomers, rotomers and tautomers, 
pharmaceutically acceptable salts, solvates or derivatives, of... 

...a formula of (Fl) or (F2); and (2) preparing (II) for treating disorders 
associated with HCV protease involves bringing into intimate 
contact (I) of formula Fl or F2 and a carrier. BIOTECHNOLOGY... 

... interferon. ACTIVITY - Virucide; hepatotrophic . No supporting data is 
given. MECHANISM OF ACTION - Hepatitis C virus { HCV ) NS3 / NS4a 
serine protease inhibitors. USE - (I) is useful for manufacturing a 
medicament to treat disorders associated with HCV protease . (I) 
having formula of (F2) is useful for modulating activity of HCV 
protease preferably, HCV NS3 / NS4a protease and for modulating 
the processing of HCV polypeptide. (II) is useful for treating 
disorders associated with hepatitis C virus and for treating disorders 
associated with HCV protease (all claimed) . (I) is useful for 
treating hepatitis caused by HCV . ADMINISTRATION - (II) is 
administered by subcutaneous route. Dosages range from 1-252 mg 
(preferably 1 . . . 

DESCRIPTORS: hepatitis C virus NS3 , NS4a protease - inhibitor peptide 
prep., HPLC analysis, ribavirin, interf eron-alpha virucide treatment, 
solid phase peptide synth., appl . hepatitis C virus infection therapy 
flavi virus enzyme- inhibitor chromatography protein sequence (21, 40) 
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Novel peptide compound having hepatitis C virus protease inhibitory 
activity useful for treating disorders associated with hepatitis C 
virus protease - protease - inhibitor peptide for virus infection 
therapy 

AUTHOR: LIM-WILBY M ; LEVY O E / BRUNCK T K 

ABSTRACT: DERWENT ABSTRACT: NOVELTY - Peptide compounds (I) containing 11 
amino acid residues having hepatitis C virus ( HCV ) protease 

inhibitory activity, is new. (I) are alpha-ketoamide peptide analogs. 

DETAILED DESCRIPTION - New peptide compounds of formula (I) containing 
11 amino acid residues having hepatitis C virus ( HCV ) protease 

inhibitory activity, including enantiomers, stereoisomers, rotomers and 

tautomers of the compound, and their salts, solvates... 

. . . antiviral agent (preferably ribavirin) and an interferon (preferably 
alpha-interferon) . ACTIVITY - Virucide. MECHANISM OF ACTION - 
Inhibitor of HCV NS3 / NS4a serine protease activity. The HCV 
protease inhibitory activity of (I) was examined using a 
spectrophotometry assay by following the procedures described. . . 

... concentrations of enzyme and substrate. The results showed that the 
compounds had excellent utility as NS3 -serine protease inhibitors. 
USE - (I) is useful for treating and in the manufacture of a medicament 
to treat disorders associated with HCV protease . (II) is useful for 
treating disorders associated with hepatitis C virus (claimed) . 
ADMINISTRATION - Administration is... 

... 250) mg/day. EXAMPLE - A peptide compound, AcEEVVPnV- (CO) -GMSYS-Am 
having hepatitis C virus ( HCV ) protease inhibitory activity was 

synthesized. Initially, Fmoc-M-S (tBu) -Y ( tBu) -S ( tBu) -MBHA resin... 
DESCRIPTORS: hepatitis C virus protease - inhibitor alpha-ketoamide 

peptide analog prep., HPLC, spectroscopy analysis, ribavirin, 

interferon-alpha virucide treatment, standard peptide synth., appl . 

hepatitis C virus infection therapy flavi virus enzyme- inhibitor 

chromatography protein sequence (21, 40) 
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DOCUMENT TYPE: Article 
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LANGUAGE: English 

Peptide -based inhibitors of the hepatitis C virus serine protease . 

ABSTRACT: Hexapeptide DDIVPC-OH is a competitive inhibitor of the 

hepatitis C virus ( HCV ) NS3 protease complexed with NS4A cofactor 

peptide . This hexapeptide corresponds to the germinal cleavage 
product of an HCV dodecapeptide substrate derived from the NS5A/5B 
cleavage site. Structure-activity studies on Ac-DDIVPC. . . 
.REGISTRY NUMBERS: SERINE PROTEASE ; ... 

. . . PROTEASE 
DESCRIPTORS: 

CHEMICALS & BIOCHEMICALS: ... peptide drugs... 
...serine protease 

...enzyme inhibitor , synthesis, pharmaceutical ; NS3 ... 
. . . NS3 protease-- . . . 
. . . NS4A cofactor peptide 
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protease - inhibitor peptide for virus infection therapy 

ABSTRACT: DERWENT ABSTRACT: NOVELTY - A peptide compound (I) exhibiting 
hepatitis C virus ( HCV ) protease inhibitory activity, including 
enantiomers, stereoisomers, rotomers and tautomers, pharmaceutically 
acceptable . salts, solvates or derivatives, of a general formula (Fl) or 
(F2) which includes (S), is new. DETAILED DESCRIPTION - A peptide 
compound (I) exhibiting hepatitis C virus ( HCV ) protease 
inhibitory activity, including enantiomers, stereoisomers, rotomers and 
tautomers, pharmaceutically acceptable salts, solvates or derivatives, 
of. . . 

... part of the cyclic ring. INDEPENDENT CLAIMS are also included for the 
following: (1) a pharmaceutical composition (II) comprising a formula 
of (Fl) or (F2); and (2) preparing (II) for treating disorders 

associated with HCV protease involves bringing into intimate 
contact (I) of formula Fl or F2 and a carrier. BIOTECHNOLOGY - 

Preferred Pharmaceutical Composition: Pharmaceutical composition 
comprising (I) having a formula of (Fl) additionally comprises an 
antiviral agent and an. . . 

... interferon. ACTIVITY - Virucide; hepatotrophic . No supporting data is 
given. MECHANISM OF ACTION - Hepatitis C virus ( HCV ) NS3 / NS4a 
serine protease inhibitors. USE - (I) is useful for manufacturing a 
medicament to treat disorders associated with HCV protease . (I) 
having formula of (F2) is useful for modulating activity of HCV 
protease preferably, HCV NS3 / NS4a protease and for modulating 
the processing of HCV polypeptide . (II) is useful for treating 
disorders associated with hepatitis C virus and for treating disorders 
associated with HCV protease (all claimed). (I) is useful for 
treating hepatitis caused by HCV . ADMINISTRATION - (II) is 
administered by subcutaneous route. Dosages range from 1-252 mg 
(preferably 1 . . . 

DESCRIPTORS: hepatitis C virus NS3 , NS4a protease - inhibitor 

peptide prep., HPLC analysis, ribavirin, interf eron-alpha virucide 
treatment, solid phase peptide synth., appl . hepatitis C virus 
infection therapy flavi virus enzyme- inhibitor chromatography 
protein sequence (21, 40) 
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ABSTRACT: DERWENT ABSTRACT: NOVELTY - Peptide compounds (I) containing 11 
amino acid residues having hepatitis C virus ( HCV ) protease 
inhibitory activity, is new. (I) are alpha-ketoamide peptide 
analogs. DETAILED DESCRIPTION - New peptide compounds of formula (I) 
containing 11 amino acid residues having hepatitis C virus { HCV ) 
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protease inhibitory activity, including enantiomers, stereoisomers, 
rotomers and tautomers of the compound, and their salts, solvates or 
derivatives, are new. (I) are alpha-ketoamide peptide analogs. X = 
COCH{R4)NHCOCH{R5)NHCOCH(R6)NHCORn, or COCH (R4 ) NHCOCH { R5 ) NHCOCH . . . 

... optionally substituted with Ql); andm - 0-2; An INDEPENDENT CLAIM is 
also included for a pharmaceutical composition (II) comprising (I) as 
an active ingredient. BIOTECHNOLOGY - Preferred Composition: (II) 
additionally comprises an antiviral agent (preferably ribavirin) and an 
interferon (preferably alpha-interf eron ) . ACTIVITY - Virucide. 
MECHANISM OF ACTION - Inhibitor of HCV NS3 / NS4a serine 
protease activity. The HCV protease inhibitory activity of (I) 
was examined using a spectrophotometry assay by following the 
procedures described. . . 

... concentrations of enzyme and substrate. The results showed that the 
compounds had excellent utility as NS3 -serine protease inhibitors. 
USE - (I) is useful for treating and in the manufacture of a medicament 
to treat disorders associated with HCV protease . (II) is useful for 
treating disorders associated with hepatitis C virus (claimed) . 
ADMINISTRATION - Administration is... 

... claimed), orally or intravenously. Dosage is 1-1000 (preferably 1-250) 
mg/day. EXAMPLE - A peptide compound, AcEEVVPnV- (CO) -GMSYS-Am having 
hepatitis C virus ( HCV ) protease inhibitory activity was 
synthesized. Initially, Fmoc-M-S ( tBu) -Y (tBu) -S ( tBu) -MBHA resin... 

DESCRIPTORS: hepatitis C virus protease - inhibitor alpha-ketoamide 
peptide analog prep., HPLC, spectroscopy analysis, ribavirin, 
interf eron-alpha virucide treatment, standard peptide synth., appl . 
hepatitis C virus infection therapy flavi virus enzyme- inhibitor 
chromatography protein sequence (21, 40) 
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U-e8-e7-e6-e5-e4- 



■CH-W 1 
CH2-G 1 




"OPh II 



Et 



BocN 
H 



. H 0 



N — N N 
H H 



C02H III 



Wl 



i t rr i = qu OH, SKe, alkenyl, 
AB The present invention relates to compds ^)su?^ituUd Cl-3 alkyl; 

alkynyl, CF3, Cl-2 alkox^ Cl-2 alkylthio^l J q(q1)2; q2 = 

= COCF2CH2N(G4)U, CHO COG2, COCF2CF3, CUUU , . lic 

alkyl, aryl,. aralkyl, (un)substi tutedmon ° > f > cycloalkyla lkyl, 
heterocycle; G4 = alky, alkenyl, a"ynyi, y * = OH, alkoxy, 

cvcloalkylalkenyl, aryl, aralkyl, aralkenyl, etc , u Q9COCO, 
aryloxy/or Ql-Ql form a 5-7 membered r.ng U - » lk ^ arboxy ; ikylf 
<G9)2NCOCO, (G912NS02 ^^f k ^ 9 ^i 0 alkyl" heterocycloalkyl, etc; or 
alkenyl, aryl, aralkyl, aralkenyl, ^ * id residue , heterocyclic 

G9-G9 form a ring; E4 = bond, -f^ 3 ' am ^? * C "id residue; 1-2 peptide 
amino acid; E5-E8 = independently bond amino acid ^^.^ _ 
bonds between E5-E8 may be reduced] , ™ e ^°^ e a " 0 ? eases , and more 
for inhibiting proteases P^^f and the compns . and methods 

tert-butoxycarbonyl (Boc) and y * ^tt Nearlv 200 compds . I were prepd. 
207001-84-1P 207001-85-2P 2070 9 l-86-3P 

207001-87-4P 207001-88-5P 207001-89-6P dverse); B SU (Biological 

RL: BAG (Biological activity or effector except ation) ;HU 

f^kpe^ ^ (Preparation); 
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inhibitors) 



RN 
CN 



FS 
MF 
SR 
LC 



omoOl-88-5 REGISTRY -n-aspartyl'L-valyl"^- 

Sl^SSU' STEREOSEARCH 

C38 H58 m 012 

CA CAPLUS, USPATFULL 

STN Files: CA, ^luo, 



(9CI) 



** RELATED SEQUENCES AVAILABLE WITH SEQLINK 
Absolute stereochemistry. 
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